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DECLARATION OF JOSEPH J. LYNCH UNDER 37 CF.R. § 1.132 

1, Joseph J. Lynch, hereby declare as follows: 



1. I am a citizen of the United States, and am over 21 years of age. I have been employed 
by Merck & Co., Inc., since 1988 as a pharmacologist. I am presently Senior Director in the Integrative 
Systems Neuroscience Department of Merck. A copy of my curriculum vitae is attached at Exhibit A. 



2. As part of my job responsibilities at Merck, during the period of from about 2001 to 
2004, 1 was a member of Merck's NMDA/NR2B development team. One of my roles on the team was to 
provide biological testing of NMDA/NR2B ligands developed by Merck's medicinal chemists. The 
testing was done at my direction and under my supervision, in my laboratory at Merck's West Point, 
Pennsylvania research facility. The testing was done to evaluate the ligands as potential drug candidates. 
I tested compounds disclosed and claimed in both International Application WO 02/068409 and 
International Application WO 2004/108705. I understand that the instant U.S. patent application for 
which I am making this Declaration is the U.S. national phase of the application published as WO 
2004/108705. 
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3. The testing performed in my laboratory, and under my supervision, included in vivo 
occupancy testing of the NMDA/NR2B rat receptor. 

4. Rat Receptor Occupancy Testing . The ability of compounds to inhibit the in vivo 
occupancy of the selective NR2B ligand [3H]- N-(3,5-dichlorobenzyl)-4- 

(fluoromethoxy)benzenecarboximidamide in the rat frontal cortex was assessed using an adaptation of 
the method for assessing inhibition of [3HJ-MK-801 binding to NMDA receptors in mouse brain 
described previously. Male Sprague Dawley rats (95-125 grams; Taconic) that had been dosed 
intravenously with test compound were placed in a restrainer and administered 200 |iCi/kg IV [3H]- N- 
(3,5KJichlorobenzyl)^-(fluoromethoxy)benzenecarboximidamide (specific activity =18 Ci/mmol) into a 
lateral tail vein and euthanized via C02 inhalation at 7.5 min after injection of tracer. A 100-150 mg slice 
of frontal cortex was quickly removed, weighed and homogenized (PT3100 Polytron) in 39 volumes cold 
HEPES buffer (10 mM). Homogenate (500 ^L) was immediately filtered through 25mm Pall A/E filters 
(pre-soaked in 0.2% polyethyleminine) and washed [5 x 5 ml of cold HEPES buffer (5 mM KC1, 150 mM 
NaCl, 10 mM HEPES)]. The filters and duplicate 500 microliter aliquots of unfiltered homogenate were 
placed in scintillation vials, Ultima Gold scintillation fluid (10 mL added), samples equilibrated for 4 
hours and counted in a Packard Tri-Carb 2900 TR Liquid Scintillation Analyzer. 
ED50 values of representative compounds from the instant application and from WO 02/068409, are 
provided below in Table 2. 



Table 2 
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10. I further declare that all statements made herein of my own knowledge are true, and that 
all statements made on information and belief are believed to be true; and further that these statements 
are made with knowledge that willful false statements and the like so made are punishable by fine or 
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imprisonment or both, under § 1001 of Title 18 of the United States Code, and that such willful false 
statements may jeopardize the validity of the instant application or any patent issued thereon. 



^4 



Joseph J. Lynch 



Dated: M4<\dL ^OO? 
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CURRICULUM VITAE 



I. PERSONAL 

A. Name: 

B. Home Address: 

C. Home Telephone Number 

II. EDUCATION 

School 



Loyola College 
Baltimore, Maryland 

Ohio State University 
Columbus, Ohio 



Date 



1974-78 



1978-82 



Joseph John Lynch Jr. 

892 Quinn Lane 
Lansdale, PA 19446 

610-584-6076 



Major 

Biology 



III. MERCK EMPLOYMENT HISTORY 
Title 

Senior Director, Pharmacology, Integrative 
Systems Neuroscience 

Director, In Vivo Pharmacology 

Associate Director, Pharmacology 

Senior Research Pharmacologist 

IV. NON-MERCK EMPLOYMENT HISTORY 

V. ACADEMIC EXPERIENCE 
Title 

Assistant Research Scientist, University of Michigan 
Research Investigator, University of Michigan 
Postdoctoral Fellow, University of Michigan 



Degree 

B.S. 

Summa Cum Laude 



Pharmacology Ph.D. 



From - To 

2000 - present 

1993-2000 
1990- 1993 
1988 - 1990 
See V. Below 

From - To 

1986-1988 
1985-1986 
1983-1985 
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VI. TRAINING BEYOND FORMAL EDUCATION 

(RELEVANT TO PROFESSIONAL ADVANCEMENT) 

Merck Management Action Process - Substance Abuse Policy Training (1992) 

Merck Management Training (1993) 

Merck Leadership Development Program (1996) 

Drug Metabolism Short Course (1998) 

Merck Biology/Medicinal Chemistry Course (1999) 

Merck Executive Leadership Development Program (2000) 

Animal Handling Area Screening Skills Workshop (2001) 



VII. SOCIETY MEMBERSHIPS 

American Society for Pharmacology and Experimental Therapeutics 

Fellow, Council on Basic Cardiovascular Sciences of the American Heart Association 

International Society for Heart Research, American Section 

Cardiac Electrophysiologic Society 

VIII. ACADEMIC AND PROFESSIONAL HONORS 

1974-78 

1978 
1978 

1979, 80, 81 

1980,81 

1983, 84 

1985-1988 
1995-Present 

2001 



2001 -Present 
2006 



Loyola College Presidential and Maryland State 
Senatorial Scholarships 
Loyola College Carroll Biology Medal 
B.S. Degree, Summa Cum Laude 
American Foundation for Pharmaceutical 
Education (AFPE) Fellowships 
Eli Lilly - AFPE Pharmacology/Toxicology 
Fellowships 

American Heart Association of Michigan 
Postdoctoral Fellowships 
NIH New Investigator Research Award 
Editorial Advisory Board, Journal of Pharmacology and 
Experimental Therapeutics 

Fellow of the American Heart Association Council on Basic 
Cardiovascular Sciences and Fellow of the American Heart 
Association (F.A.H.A.) 

Editorial Board, Journal of Cardiovascular Pharmacology 
The Ohio State University College of Pharmacy 
Jack L. Beal Postbaccalaureate Alumni Award 



IX. PUBLICATIONS AND PATENTS 
Full Manuscripts (Peer Reviewed): 

1. Lynch, J J., Rahwan, R.G. and Witiak, D.T.: Effects of 2-substituted 3-dimethylamino- 5,6- 
methylenedioxyindenes on calcium-induced arrhythmias. J. Cardiovasc. Pharmacol. 3: 49- 
60, 1981. 

2. Lynch, J. J., Rahwan, R.G. and Witiak, D.T.: Effects of tertiary and quaternary derivatives of 
aminomethylenedioxyindenes on the mechanical and electrical activity of isolated guinea 
pig atria. Pharmacology 25 : 18-25, 1982. 

3. Lynch, J.J. and Rahwan, R.G.: Absence of blocking effects on cardiac slow calcium 
channels by the intracellular calcium antagonist 2-n-propyl 3-dimethlyamino-5,6- 
methylenedioxyindene. Can. J. Physiol. Pharmacol. 60: 841-849, 1982. 

4. Lynch, J.J., Rahwan, R.G., Brumbaugh, R. and Witiak, D.T.: Effects of tertiary and 
quaternary derivatives of aminomethylenedioxyindenes on experimental arrhythmias. Can. 
J. Physiol. Pharmacol. 60: 1636-1642, 1982. 

5. Lynch, J.J. and Rahwan, R.G.: Comparisons of the characteristics of the negative inotropic 
actions of dinitrophenol, rotenone, antimycin A and the intracellular calcium antagonist, 
propyl-methylenedioxyindene. Gen. Pharmacol. 14: 437-444, 1983. 

6. Lynch, J.J., Rahwan, R.G., Witiak, D.T. and Cazer, F.D.: Intracellular localization of the 
calcium antagonist propyl-methylenedioxyindene in cardiac tissue. Gen. Pharmacol. 14: 
571-578,1983. 

7. Patterson, E., Lynch, J.J. and Lucchesi, B.R.: Antiarrhythmic and antifibrillatory actions of 
the beta-adrenergic receptor antagonist d,l - sotalol. J. Pharmacol. Exp. Therap. 230 : 519- 
526,1984. 

8. Patterson, E., Montgomery, D.G., Lynch, J.J. and Lucchesi, B.R.: Cardiac electrophysiologic 
actions of KB-944 (Fostedil), a new calcium antagonist, in the anesthetized dog. J. 
Pharmacol. Exp. Therap. 230: 632-640, 1984. 

9. Lynch, J.J. and Lucchesi, B.R.: New antiarrhythmic agents: The pharmacology and clinical 
use of encainide. Prac. Cardiol. 10: 109-132, 1984. 

10. Lynch, J. J., Wilber, D.J., Montgomery, D.G., Hsieh, T.M., Patterson, E. and Lucchesi, B.R.: 
Antiarrhythmic and antifibrillatory actions of the levo- and dextrorotatory isomers of sotalol. 
J. Cardiovasc. Pharmacol. 6: 1132-1141, 1984. 
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11. Wilber, D.J., Lynch, J. J., Montgomery, D.G. and Lucchesi, B.R.: Postinfarction sudden 
death: Significance of inducible ventricular tachycardia and infarct size in a conscious 
canine model. Am. Heart J. 109: 8-18, 1985; Abstracted in the Yearbook of Emergency 
Medicine, 1986. 

12. Lynch, J. J., Rahwan, R.G. and Lucchesi, B.R.: Antifibrillatory actions of bepridil and butyl- 
MDI, two intracellular calcium antagonists. Eur. J. Pharmacol. Hi: 9-16, 1985. 

13. Lynch, J. J., Montgomery, D.G., Ventura, A. and Lucchesi, B.R.: Antiarrhythmic and 
electrophysiologic effects of bepridil in chronically infarcted conscious dogs. J. Pharmacol. 
Exp. Therap. 234: 72-80, 1985. 

14. Lynch, J.J. and Lucchesi, B.R.: New antiarrhythmic agents: The pharmacology and clinical 
use of tocainide. Prac. Cardiol 11: 108-137, 1985. 

15. Lynch, J.J., Coskey, L.A., Montgomery, D.G. and Lucchesi, B.R.: Prevention of ventricular 
fibrillation by dextrorotatory sotalol in a conscious canine model of sudden coronary death. 
Am. Heart J. 109: 949-958, 1985. 

16. Lynch, J.J., DiCarlo, L.A. and Lucchesi, B.R.: New antiarrhythmic agents: The 
pharmacology and clinical use of amiodarone. Prac. Cardiol. IT: 137-168, 1985. 

17. Lynch, J.J., Montgomery, D.G., Ventura, A., Wilber, D.J. and Lucchesi, B.R.: 
Antiarrhythmic vs antifibrillatory activity of of the basic diphenylhydantoin derivative 3- [3- 
(4-phenyl-l-piperidyl)propyl]-5-(4-methoxyphenyl)-5-phenylhydantoin hydrochloride. 
Arzneimittel - Forsch/Drug Research 36: 475-482, 1986. 

18. Lynch, J J., Montgomery, D.G. and Lucchesi, B.R.: Facilitation of lethal ventricular 
arrhythmias by therapeutic digoxin in conscious postinfarction dogs. Am. Heart J. Ill : 883- 
890,1986. 

19. Lucchesi, B.R. and Lynch, J.J.: Preclinical assessment of antiarrhythmic drugs. Federation 
Proceedings 45: 2197-2205, 1986. 

20. Lynch, J. J., DiCarlo, L.A., Montgomery, D.G. and Lucchesi, B.R.: Electrophysiologic 
effects of bepridil in normal and infarcted canine myocardium. J. Cardiovasc. Pharmacol. 8: 
957-966, 1986. 

21. Lynch, J.J., DiCarlo, L.A., Montgomery, D.G., Hassan, T. and Lucchesi, B.R.: 
Electrophysiologic effects of pirmenol in dogs with recent myocardial infarction. Am. Heart 
J. 112:752-758, 1986. 

22. Wilber, D.J., Lynch, J.J. and Lucchesi, B.R.: Electrophysiologic effects of prazosin during 
acute myocardial ischemia. Eur. J. Pharmacol. 127: 157-161, 1986. 
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23. Lynch, J. J., Montgomery, D.G. and Lucchesi, B.R.: The effects of calcium entry blockade 
on the vulnerability of infarcted canine myocardium toward venticular fibrillation. J. 
Pharmacol. Exp. Therap. 239: 340-345, 1986. 

24. Lynch, J. J., Montgomery, D.G. and Lucchesi, B.R.: Cardiac electrophysiologic actions of 
SCH 19927 (Dilevalol), the R,R-isomer of labetalol. J. Pharmacol. Exp. Therap. 239: 719- 
723, 1986. 

25. Kou, W.H., Nelson, S.D., Lynch, J.J., Montgomery, D.G., DiCarlo, L.A. and Lucchesi, B.R.: 
Effect of flecainide acetate on the prevention of electrical induction of ventricular 
tachycardia and occurrence of ischemic ventricular fibrillation during the early post- 
myocardial infarction period: Evaluation in a conscious canine model of sudden death. J. 
Am. Coll. Cardiol. 9: 359-365, 1987. 

26. Lynch, J.J., Montgomery, D.G., Nelson, S.D., Huante, D.M. and Lucchesi, B.R.: Lack of 
concordance between the antiarrhythmic and antifibrillatory actions of UM-424, a 
quaternary ammonium analogue of propranolol. J. Cardiovasc. Pharmacol. 9: 414-424, 
1987. 

27. Eller, B.T., Lynch, J.J., Patterson, E. and Lucchesi, B.R.: Electrophysiologic and 
antiarrhythmic actions of sulfinpyrazone and its sulfide metabolite, G25671. Pharmacology 
34: 121-130, 1987. 

28. Lynch, J.J., Nelson, S.D., MacEwen, S.A., Driscoll, E.M. and Lucchesi, B.R.: 
Antifibrillatory efficacy of concomitant beta-adrenergic receptor blockade with dilevalol, the 
R,R-isomer of labetalol, and muscarinic receptor blockade with methylscopolamine. J. 
Pharmacol. Exp. Therap. 241 : 741-749, 1987. 

29. Wilber, D.J., Lynch, J. J., Montgomery, D.G. and Lucchesi, B.R.: Alpha adrenergic 
influences in canine ischemic arrhythmias: Effects of alpha- 1 adrenoceptor blockade with 
prazosin. J. Cardiovasc. Pharmacol. 10: 96-106, 1987. 

30. Lynch, J J., DiCarlo, L.A., Montgomery, D.G. and Lucchesi, B.R.: Effects of flecainide 
acetate on ventricular tachyarrhythmia and fibrillation in dogs with recent myocardial 
infarction. Pharmacology 35 : 181-193, 1987. 

31. Lynch, J.J., Kitzen, J.M., Hoff, P.T., Lucchesi, B.R.: Reduction in digitalis-associated 
postinfarction mortality with nadolol in conscious dogs. Am. Heart J. 115: 67-76, 1988. 

32. Lynch, J.J. and Lucchesi, B.R.: Effect of digoxin on the extent of injury and the severity of 
arrhythmias during acute myocardial ischemia and infarction in the dog. J. Cardiovasc. 
Pharmacol. U: 193-203, 1988. 
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33. Kitzen, J.M., Lynch, J J., Driscoll, E.M., Lucchesi, B.R.: Cardiac electrophysiologic and 
hemodynamic actions of pimobendan (UD-CG 115 BS), a new inotropic agent. J. 
Pharmacol. Exp. Therap. 244: 929-939, 1988. 

34. Lynch, J.J., Simpson, P.J., Gallagher, K.P., McClanahan, T.B., Lee, K.A., Lucchesi, B.R.: 
Increase in experimental infarct size with digoxin in a canine model of myocardial ischemia- 
reperfusion injury. Am. Heart J. H5: 1171-1182, 1988. 

35. Nelson, S.D., Lucchesi, B.R., Sanders, D.G. and Lynch J.J.: Antiarrhythmic actions of left 
stellectomy in digitalis-mediated malignant ventricular arrhythmias in the postinfarcted dog 
heart. J. Cardiovasc. Pharmacol. 12: 196-207, 1988. 

36. Larson, L.O., Hantler, C.B., Lynch, J.J., Landau, S.N., Buben, J.A., Lucchesi, B.R., Knight, 
P.R.: Cardiac electrophysiologic interactions of bepridil, a new calcium antagonist, with 
enflurane, halothane and isoflurane. J. Cardiothorac. Anesth. 2: 346-355, 1988. 

37. Sisson, J.C., Lynch, J.J., Johnson, J., Jaques, S., Wu, D., Bolgos, G., Lucchesi, B.R., 
Wieland, D.M.: Scintigraphic depiction of regional disruption of adrenergic neurons in the 
heart. Am. Heart J. 116: 67-76, 1988. 

38. Lynch, J.J., Kitzen, J.M., Hoff, P.T., Lucchesi, B.R.: Effects of pimobendan (UD-CG 115 
BS), a new positive inotropic agent, on ventricular tachycardia and ischemic ventricular 
fibrillation in a conscious canine model of recent myocardial infarction. J. Cardiovasc. 
Pharmacol. 12: 547-554, 1988. 

39. Kitzen, J.M., Lynch, J. J., Uprichard, A.C.G., Venkatesh, N., Lucchesi, B.R.: Failure of 
thromboxane synthetase inhibition to protect the postinfarcted heart against the induction of 
ventricular tachycardia and ventricular fibrillation in a conscious canine model of sudden 
coronary death. Pharmacology 37: 171-186, 1988. 

40. Nelson, S.D., Lynch, J. J., Montgomery, D.G., Lucchesi, B.R.: Electrophysiologic actions 
and antifibrillatory efficacy of subacute left sellectomy in a conscious, postinfarction canine 
model of ischemic ventricular fibrillation. Int. J. Cardiol.22: 365-376, 1989. 

41. Lynch, J.J., Uprichard, A.C.G., Frye, J.W., Driscoll, E.M., Kitzen, J.M., Lucchesi, B.R.: The 
effects of the positive inotropic agents milrinone and pimobendan upon the development of 
lethal ischemic arrhythmias in conscious dogs with recent myocardial infarction. J. 
Cardiovasc. Pharmacol. 14: 585-597, 1989. 

42. Uprichard, A.C.G., Chi, L., Lynch, J. J., Driscoll, E.M., Frye, J.M., Lucchesi, B.R.: Alinidine 
reduces the incidence of ischemic ventricular fibrillation in a conscious canine model. A 
protective effect antagonized by overdrive atrial pacing. J. Cardiovasc. Pharmacol. 14: 475- 
482,1989. 
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43. Uprichard, A.C.G., Liguo Chi, Kitzen, J.M., Lynch, J. J., Frye, J.W., Lucchesi, B.R.: 
Celiprolol does not protect against ventricular tachycardia or sudden death in the conscious 
canine: A comparison with pindolol in assessing the role of intrinsic sympathomimetic 
activity. J. Pharmacol. Exp. Therap. 251: 571-577, 1989. 

44. Lynch J.J., Heaney L.A., Wallace, A.A., Gehret, J.R., Selnick, H.G., Stein, R.B. Suppression 
of lethal ischemic ventricular arrhythmias by the Class HI agent E-4031 in a canine model 
of previous myocardial infarction. J. Cardiovasc. Pharmacol. 15: 764-775, 1990. 

45. Lynch J.J., Heaney L.A., Wallace, A.A., Gehret, J.R., Stein, R.B. Failure of lidocaine to 
suppress lethal ischemic ventricular arrhythmias in a canine model of previous myocardial 
infarction. J. Cardiovasc. Pharmacol. 16: 41-49, 1990. 

46. Cingolani, H.E., Wiedmann, R.T., Lynch, J.J., Wenger, H.C., Scott, A.L., Siegl, P.K.S., 
Stein, R.B.: Negative lusitropic effect of DPI 201-106 and E-4031. Possible role of 
prolonging action potential duration. J. Mol. Cell. Cardiol. 22: 1025-1034, 1990. 

47. Sisson, J.C., Johnson, J., Bolgos, G., Lynch, J.J., Uprichard, A., Driscoll, E., Wieland, D.M., 
Lucchesi, B.R. Portrayal of adrenergic denervation in the presence of myocardial infarction. 
A feasibility study. Am. J. Physiol. Imaging 5: 151-166, 1990. 

48. Cingolani, H.E., Wiedmann, R.T., Lynch, J.J., Baskin, E.P., Stein, R.B. Myocardial 
contractile behavior of a new sotalol derivative. J. Cardiovasc. PharmacoLH: 83-89, 1991. 

49. Wallace, A.A., Stupienski, R.F., Heaney, L.A., Gehret, J.R. and Lynch, J.J. Antiarrhythmic 
actions of tocainide in canine models of previous myocardial infarction. Am. Heart J. 121 : 
1413-1421, 1991. 

50. Baldwin, J.J., Lynch, J.J. Class m antiarrhythmic agents. Recent developments. Curr. Opin. 
Therap. Patents 1: 91-101,1991. 

51. Gardell, S.J., Ramjit, D.R., Stabilito, LL, Fujita, T., Lynch, J. J., Cuca, G.C., Jain, D., Wang, 
S., Tung, J., Mark, G.E., Shebuski, R.J. Effective thrombolysis without marked plasminemia 
after bolus intravenous administration of vampire bat salivary plasminogen activator in 
rabbits. Circulation 84: 244-253, 1991. 

52. Baskin, E.P., Serik, CM., Wallace, A.A., Brookes, L.M., Selnick, H.G., Claremon, D.A., 
Lynch, J.J. Effects of new and potent methanesulfonanilide Class HI antiarrhythmic agents 
on myocardial refractoriness and contractility in isolated cardiac muscle. J. Cardiovasc. 
Pharmacol. 18: 406-414, 1991. 
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53. Wallace, A.A., Stupienski, R.F., Brookes, L.M., Selnick, H.G., Claremon, D.A., Lynch, JJ. 
Cardiac electrophysiologic and inotropic actions of new and potent methanesulfonanilide 
Class EI antiarrhythmic agents in anesthetized dogs. J. Cardiovasc. Pharmacol. 18: 687-695, 
1991. 

54. Venkatesh, N., Lynch, J.J., Uprichard, A.C.G., Kitzen, J.M., Singh, B.N., Lucchesi, 
B.R.Hypothyroidism renders protection against lethal ventricular arrhythmias in a conscious 
canine model of sudden death. J. Cardiovasc. Pharmacol.18: 730-710, 1991. 

55. Mellott, M.J., Stabilito, LI., Holahan, M.A., Cuca, G.C., Li, P., Barrett, J.S., Lynch, J.J., 
Gardell, S.J. Vampire bat salivary plasminogen activator promotes rapid and sustained 
reperfusion without concomitant sytemic plasminogen activation in a canine model of 
arterial thrombosis. Arteriosclerosis and Thrombosis 12: 212-221, 1992. 

56. Sitko, G.R., Ramjit, D., Stabilito, Lehman, D., Lynch, J.J., Vlasuk, G.P. Adjunctive 
enhancement of enzymatic thrombolysis with the selective factor Xa inhibitor tick 
anticoagulant peptide (TAP), compared to hirudin and heparin, in a canine model of acute 
coronary artery thrombosis. Circulation 85 : 805-815, 1992. 

57. Holahan, M.A., Stranieri, M.T., Stabilito, I.I., Lynch, J.J. Effect of E-4031, a Class m 
antiarrhythmic agent, on experimental infarct size in a canine model of myocardial 
ischemia-reperfusion injury. J. Cardiovasc. Pharmacol. 19: 892-898, 1992. 

58. Mellott, M.J., Holahan, M.A., Lynch, J.J., Vlasuk, G.P., Dunwiddie, C.T. Acceleration of 
recombinant tissue plasminogen activator-induced reperfusion and prevention of reocclusion 
by recombinant antistasin, a selective Factor Xa inhibitor, in a canine model of femoral 
arterial thrombosis. Circ. Res.70: 1152-1160, 1992. 

59. Lynch, J.J., Sanguinetti, M.C., Kimura S., Bassett, A.L. Therapeutic potential of modulating 
potassium currents in the diseased myocardium. FASEB J. 6: 2952-2960, 1992. 

60. Baskin, E.P., Serik, CM., Wallace, A.A., Jurkiewicz, N.K., Winquist, R.J., Lynch, J.J. 
Vascular effects of Class HI antiarrhythmic agents. Drug Devel. Res. 26: 481-488, 1992. 

61. Elliott, J.M., Selnick, H.G., Baldwin, J.J., Butcher, J.W., Claremon, D.A., Habecker, C.N., 
King, S.W., Lynch, J.J., Phillips, B.T., Ponticello, G.S., Radzilowski, E.M., Remy, D.C., 
Stein, R.B., White, J.I., Young, M.B. 4-Oxospirobenzopyran-2,4-piperidines as Class HI 
antiarrhythmic agents; Pharmacological studies on 3,4-Dihydro-l f -[2- (benzofurazan-5- 
yl)ethyl]-6-methanesulfonamidospiro[(2H)-l-benzopyran-2,4 , -piperidine]- 

4-one (L-691,121). J. Med. Chem. 35: 3973-3976, 1992. 

62. Wallace, A.A., Stupienski, R.F., Kothstein, T., Gehret, J.R., Lynch, J.J. Demonstration of 
proarrhythmic activity with the Class IC antiarrhythmic agent encainide in a canine model of 
previous myocardial infarction. J. Cardiovasc. Pharmacol. 21; 397-404, 1993. 
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63. Mellott, M.J., Stranieri, M.T., Sitko, G.R., Stabilito, LI., Lynch, J.J., Vlasuk, G.P. 
Enhancement of recombinant tissue plasminogen activator-induced reperfiision and 
prevention of reocclusion by recombinant tick anticoagulant peptide, a selective Factor Xa 
inhibitor, in a canine model of femoral arterial thrombosis. Fibrinolysis. 7: 195-202, 1993. 

64. Lynch, J.J., Wallace, A.A., Vander Gaag, L.H., Baskin, E.P., Beare, CM., Gehret, J.R., 
Kothstein, T., Stupienski, R.F., Appleby, S.D., Sanguinetti, M.C., Jurkiewicz, N.J., Zingaro, 
G.J., Stein, R.B., Claremon, D.A., Elliott, J.M., Young, M.B., Baldwin, J.J.: Cardiac 
electrophysiologic and antiarrhythmic actions of 3,4-dihydro-l f -[2-(benzofurazan-5- 
yl)ethyl]-6-methanesulfonamidospiro[(2H)- 1 -benzopyran-2,4-piperidin]-4-one HC1 (L- 
691,121), a novel Class m agent. J. Pharmacol. Exp. Therap. 265: 720-730, 1993. 

65. Ramjit, D.R., Lynch, J.J., Sitko, G.R., Mellott, M.J., Holahan, M.A., Stabilito, I.L, Stranieri, 
M.T., Zhang, G., Lynch, R.J., Manno, P.D., Chang, C.T.-C, Nutt, R.F., Brady, S.F., Veber, 
D.F., Anderson, P.S., Shebuski, R.J., Friedman, P.A., Gould, R.J.: Antithrombotic effects of 
MK-0852, a novel platelet fibrinogen receptor antagonist, in canine models of thrombosis. J. 
Pharmacol. Exp. Therap. 266: 1501-1511, 1993. 

66. Lynch, J.J., Sitko, G.R., Mellott, M.J., Nutt, E.M., Lehman, E.D., Friedman, P.A., 
Dunwiddie, C.T., Vlasuk, G.P.: Maintenance of coronary artery patency following rt-PA- 
mediated thrombolysis with the selective Factor Xa inhibitor tick anticoagulant peptide 
using an abbreviated high dose loading + low dose maintenance infusion regimen. 
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